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(57) Abstract 

Peroxisome proliferator-activated receptor (PPAR) controllers containing as the active ingredient compounds represented by general 
formula (I), salts of the same, or hydrates of both (wherein each symbol is as defined in the description). The compounds exhibit control 
effects agamst PPAR and are therefore useful as. e.g., antihyperglycemic drugs, antihyperlipidemic drugs, or preventive and/or therapeutic 
agents for metabolic diseases such as diabetes, obesity, syndrome X, hypercholesterolemia and hyperlipo*proteinemia; hyperlipemia, 
arteriosclerosis, circulatory diseases, polyphagy, and ischemic heart diseases. 
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5 tmi^m 

R^— A N^^X^^ 

(CH2)„i ^ 




10 ^ ^R- 

:t ^ V V - A J#5ilil«tt'fk^ WftiJfti^PJ izm-t^o 

15 

V^T. ^rt^#|^-e*-&^;l/:^-^>'y-AiimilfS14^k$## (Peroxisome 
Proliferator Activated Receptor ; JlUT. P P A R t B^iei" ^ o ) ifi^ E ? tLT 

v>5o PPAR$#»:ii, $i ^i^ri!i!^a;6»ibc DNA:d*^a--^^$tL. 
20 1tS:<^7 V 7 :i- - $ il^ m%mX\i a. r<D3 mmUl^^ h 

(J. Steroid Biochem. Molec. BioL, 5i, 157 (1994) ; Gene Expression, 4, 281 
(1995) ; Biochem Biophys. Res. Commun., 224, 431 (1996) ; Mol. Endocrinology, fi, 

1634(1992) #,Bs) o ^h^z^ jM^t^^zmmmk. ^wm. n^^^ nm. /Mi 
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MtfDii^^t^tXy^^^ :i t.i)^9ahtlX\^^i (Endocrinology. 132, 354-366 (1996) # 

M) o 

5 I D D M) iZM-r h mWk ttT^f>*L-C:feO> ^Wm.^<r>%Mm-^W^'f ^ 




^i$-X^*) , P P ARy 0|E^tStt=Sr*S:^$-^;5 v t**^]^ LTv»-& 
(Endocrinology, HZ : 4189-4195 (1996) ; Cell, SI : 803-812 (1995) ; CeU, M : 813-819 
(1995) ; J. BioL Chent, 22fi : 12953-12956 (1995) #M) o U^X. P P A R 7 
^mtt^rJt:^ P P A R y ^^im (T rf-;^ b ) ti, lflliti|S|T^PJi5 i Ji^/ 
15 tt:imM^TmttXtmx^:S,t^x.hiiio ttz. P P AR 7 7:^-;=; h 
liP P AR 7 Sfi a#<^f&a?:ii:jit* i i:*«^f>tLTV^;& (Genes & 
Development, IQ: 974-984 (1996)) P PAR7 $rfSM1-'5>0*^:^-f P 

P A R 7 itOHSti^Sn^-^^liS'J El^^fi?IlC|rffi t #;i <b iL-So 

^i^^m-ppARYiimmmm^itizmt>^x^i) o. biol chem., 222, 
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5637-5670(1997) ;feJ:t/^ Cell, S2, 803-812 (1995)#HB) > ^Hit^mf^^ i>f-T 

m^ii^^ $ tlfz (Lancet. 242, 952 (1997)#M) o tJ&o P P A R y fSft^rJfllW 
5 timimi7>^:f:^7. h)^PPARy®6i#0|&S=^M^^LyJ:f)-Cl*|| 

^P]'^BlJ5|cfi«rtc:tffl"C*'Si:#x.^tl.-5o i:i^-e. Science, 224 : 2100-2103 (1996) 
Icii. PPARy ?r';>®?'fl:t^ii:icJ:oT'e-0?Ste^«I$!IT'§^'fb-&t/« 

10 i^tf,(^ii:;j>f>ppAR7$^o?&M»J (T=f-;^b) . iTtneat 
OlSa5rJiiO-C§4PPARygei&S$0«I^PJ{iJfllllltT^J. J3t«Ti^J> 

15 -is. PPAR7^#»:<^fe^flmtiqi$U1-*T>^'=f^;^h. *-5vMiSe 

n^<o^M^m\x% s p p A R y sei&sftofti^pjii. «i^T^pj> m 

20 TjWt LT^3Jf)nTV^<5;5«, 



7 yi/ - h^-fk-^^OjMJI&rt^KfSeS^-o^* P P A R ff i 

t ^PJ t T <S (Nature, MZ : 645-650 (1990) ; J. Steroid Biochem. Molec. Biol. 51 : 
157-166 (1994) ; Biochemistiy, 22 : 5598-5604 (1993)#B8) o ^OthO^ltHf^h. 
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•7 ri^- vmt^m^^f^mt L^^ppARa ^^i^mmma. mm&TY^ 

itiWJC^, TFARaHim^t^m^^t LT. WO 9736579^ 

17-30 (1998)»C{i P P A R a ^^Hf^O^mtiZ X o XlM^mV ^Sfi (H D L) 3 
PXxn-;i.±#f^ffi, -^LT. fi^fiV^KSS (LDL) 3 ^;^Ta-;i/^jg 
iS^SV^i^Se (VLDL) 3k;^rD-;p, ? ibtcji b V -t V KO^Tf^ 
ffl=SrWtTV»-6C:i: ? flT „ Diabetes. 46, 348-353 (1997)tC li 7 ^ 

-f >«^1403S:ll;6»g*t>tL7tfc«^$tL-CV>^„ «feoTP P AR a 
^ t fel^ik-t * T=f-7.h^PPARffSeg#<^|&a^ :a:ii-r P P A R 

(HDL) 3P;^xn-;i/±#f^ffl, fi^lE'; sKSfi (LDL) 3P;^r 
15 rj-fUisXV'/tfzitmi&^&'J^S!^ (VLDL) n P;^xD~;K^^-'f^ffi, 

-is. p p A R * ^mf-^M'M.\zm^itLtz V p p A R 5 ^^n^m 

PPAR^Ji, t^tiPPAR^. ^)*vM±li h<^^>^tC{iNUC 1 i: 'J>$S^^ 
fiX^^ho itt^-CtrPPAR^O^Wi^t LT. WO 9601430 
hNUC IB (t hNUC 1 1 75yK^*;&PPAR-9-r^'^7') hP 
P A R a J^^l'^VHry^ - O^^^lt ?r ^fPftO-C § * i t $ it T 

25 V>^o ttz. Sja-CfiWO 9728149 -tB^^l^tCiJV^T. P P A R d gfi® JCJgV^ 
li^ttt^L, PPAR*^Sr;tjiJCfgi4'fbt-5'fk'^2fe {7::f^7.V) 
$ibtw^*it,<^>fl:'g^|^;6«HDL (HSUKV'J^Se) :3i^:^Tti'-)V±^^mit 
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(I) -C^^fl^it^!^<D-mi. 6-184086 -t^ 

6-211814 -tiS J: 4-300859 (^S 3 - n y 

490820^) W«B#-e, T^y^-r^'v^nJg^f^ffltC^oVT, i^JfilE^. do 

10 T\/»So 

15 U :*:|&W=S:^j£t/wo 

ttz. -IS^^ (I) -e^^ft^jk-^^^PPAR^^^^J^lllilf^fflSr^LTV^ 

-So t/c. -^^ (I) xm^Mit^m\ir>i^irT>'y>nmmi^miiZ^^' 

20 -cab -6 ifci±4^^"r c:fL?>oii:jd»f)|^>fk'g^©pPAR$$^o$iJ®i 

1) -m^ (I) 
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[^tf^ Ait 

1) M^m^. 

2) C 1 ~77;i'^l'>^. tfz\i 

5 3) C2'-6T)\^^:=-Uy^^^t>U 
RMi 

i) Ai!i^^^^^imt>-rm^. 

1) c 1 ~ 1 4t;w^;1'*^ 

2) c 2~6t;p^-/w^, 
10 3) c 2~6t;u^-;w^> 

4) ci~4 7^^^;^^. C 2~6T;V'^-;i'^i/wttC i 

2) tKKES. 
20 3) C1~4T;1/3^'>^, 

4) 7iy4r'>3l. 

5) C 1 ~47;w^;w^;j-^, 

6) T<y^, 
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7) -OCOR'^ (X*. RMiC l~47;i'^;i'^«:^t)1-o ) ^ 

t>to ) , 

9) VNoy^jg^, C 1~4T;^^;^^. CZ-^TA^^^^J^^ttziiC l 

v»T ^> J: v> C 3 ~ 1 4 <^#3tt /c \i^m<0$m t tzii^^mHO^^^ 
ttzli 

10 XM± 

1) mmmiF. ttzu 

2) fiimm^^at^u 

1) -NR2-3^, tfcli 

15 2) vstmm=f-'^mt>L> 

R2|i 

( 1 )7K^JjiT-^ 

(2) C 1~4t;i/^;1'*, 

(3) C 2~6 7;^^-i^^^ 

20 (4)C 2~6T;l/^-;l'&. t7tJ± 

(5)TE (i) ~ (vi) 11iO^-CSJfe$*t/wC l~4 7;i' 

C2-e7P^-)\^m, ttzitC2-67)V^^)V^iUt>L: 
(i) -COOR«^ m^^. R^it^mm'F. C I-AT ttz\i 
- (CHg) ,2-C0NR'R»* R':feJ:tfR8|i'?-tt-eti4ffi2: 
25 LT. jKBS^^. ttz\iCl-A7)V^}\^m^t>tfi\ **VM±. R' 

fcR'ttllSll-^M^Iig^ai-iKtcftoT. - (R») (S*. R' 
liTK^M^* T'wIiC 1 - 4 T;v#;w^*^t5 L> m Hi l ~ 3 03git5r 
mt>to ) -cmj^|$tLTv»-5,, g^Ig^?rl $3tl±2ii. M^Igi^^:^ 
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(ii) -CE^OR'^m R>»tt*^®^, Cl'-A7)\^^)Vmfzii 
5 -C0R»»*(^4«. R'M±C l~4T;^^;^*=^r^t>1-o)*a*^1"o)^ 

(iii) -CONR»«R^*^ (^*, R'^^iUFR'^ii^ti^ti^±LX.7l^m 
IgT-. C 1 ~4 7;l'^;i'*. - (CH2) „3-C00R»^* + . 
R^MiTK^lg^^TtJiC l~4T;i'^;W*=Sr^^?L. n3{ll~4<OlS 
|gc«r^t>to ) , t^li- (CHj) .,-CONR»=R"»^ 

10 R's^ilTR'^li-^-tL-rnSfiaiLT^ Ti^M^^ti^HC 1 - 47 

- (R'') R^'JiTK^^-^/cfiC 1~4T;1'^;1'* 

^mt>L. m 2 ti 1 ~ 3 <7)MI^=^^t>1-o ) -Cg^^tLTV^-S, g^il 

n 4 tt 1 - 4 ©H^t^mfc-f-o ) =&^!bU *aw»l±. R»2i:Ri3|iR 

to ) , 

20 (iv) 




25 m^'ftfiimw.f-^^n3m'^tti>4-7M<oMm<omi(o^Tti 
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(vi) ^^Mi^HS*^^ti»4~7*O^TD5|) . 
1-0 ) . 

10 2) 



(^Ef^ R2<'li7K».^*7'cf±Cl-4 7;l'^;l-*Sr^t>-to ) ^ 
3) lH-rh9V-;l/-5-'f;l<'^. t/^tt 
4) 



5 




15 




1) 




20 
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{is 

5 R^Mi, 
( 1 

(2) C 1 ~4T;p^;u^, 

(3) C 1 ~4 7;i/3^v'^. 

(4) C 1 ~4 7;i'+;w^:i-J&, 

10 (5)7KS?^, 

(6)11 Kn^v (Cl~4) r)V^}V^^ 

(8)h V/>D^^;l/^, 

15 (10)- >n^, 

(11) 7jl-;W^, 

(12) ^>v';i/:j-+yS, 

(13) C 1 ~ 4 t;w^;i/;^;u7 h 

(14) C 1 ~ 4 7)i^^)V7.)i^t.=.p^, tfc\i 
20 (15)- J - R (^tfi, Jli 

(i) 

(u) C1~4TA'^V'>^. 

(iii)C 1 -4 rn^^rl/V^i-^vS^^t^L, 
R"{i 

25 (i) -COOR''^^ R'^iiJi^mmf: C1-4T;U^;I^^, 

*^(i-CH2CONR2<R25^ (^41, R2*i5itjfR2 5{i^^|, 

^naUttLT, *.^ig^57tliCl-4 7;u^;i'^=Sr^t>-t„ ) 
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(ii) 



10 



(iii) 



YCOOR^ 

OH 



T » 

o 



(iv) 



o 



(V) -CONR2«R2'^ (^4>. R^'ii^Mm^ttziiC 1-4 

*f.:J±-CH2C00R='»^ (^tf^ R^^iiAf^m^^tfzitCl 
15 ~4T;w^;i'^*m*?to ) t^t>to ) i:mt>U 

m 4 1 - 3 <D^it?r^*?1-o 

ut>L. ^(D&f^<D3moR^H^-cooR^^& m^. R^'itmBt 

,coofP 

20 OH 



Y 
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Y 



COOR 



(2)C 1 ~4TJl/^^>^, 

^-'V^Sr^^to ) s -OCOOR^'^ (^^. R33(i, C 1 -47 
;l/^;i/^«rat)1-„ ) i/;J±-COOR^^^ (^•t', R ^ Mi;!|c^lS^-, 

momt^w.^^*LX\i^xii i v>c 3 ~ 1 4 (os^mt tz ii^n<oik^ 
t fz \t7fim<DR%M. 1 mxm.^ ^ntzci- AT)v^vym. 

tfz\t 

(4)C 2-6 r)v^=^vym^^t>u 

i) his^wm^^Uf>-rm^. 
( 1 > 

(2) C 1 ~ 1 OT)V^)V^, 

(3) C2~67;i''5r-;i/^, 



2) 
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imt>to ) . -OCOOR^^* (^*, R^3«iffEtIe|i:ti*=S: 

( 5 )^mm'f' i fz imnw.'f-i: i m^^t ttz nmmw.'F t wmu 

ii) LiJ^Cl-^TP^Vym. >'^ny>Jg^, Cl-ATJ^^ 
10 ;V*> C2~6T;P'Jr-;v^, Cl ~ 4 7;Wn^'>3&, -OCOR^'' 

» R''filflBfcig(:iii5^=lr^t>1-o) ^ -OCOOR"*(& 
R'Miltf|Bi:l^i:^i*=S-a^3to ) ^Ttfi-COOR^*^* (*+^ 
R3M±ffEt|WlD^i*Sra^5l-o ) 1 ^7^:{i2'l@(0 

&-e®si$tLTv^Ti J: v»c3~ 1 4(DS^mtfzit0'n(omm 
^ ^tt c 2 ~ 6 <DrA^^=-u y^^mi^t^^. 

(2) C 1 ~4 T;W3^v^. 

(3) C 1 ~4T;i/^;l'^:t^. 

20 (4)-0C0R''** (^tf, R3 5{ici~4T;W^;W^*S^3"ro ) X 

(5)-COOR3e^ (^tf. R"tt*^Si=-*/^liCl ~4 7;V^;W 
^^^^^-To ) X 

(6y^Dy>l^^. 7K^^ C i-4 7;i^^;wS. C2~67;l'^- 
;v^> C 1~47;V3^>'^. -OCOR^'S R^^'W 
25 Ei:l^i:itl*«r^^3l-o ) , -OCOOR'' m^^. R^JifTE 

S^^tiTv^T*) J:v^C 3 ~ 1 4 <D^m.tfzii0'^ 
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m=F^ 1 IS-f o#;&i-'2> 4 - 7 Mo^:^(7)^-r n^^^t) L. 

(2)C I- AT )V^)um^mt>irii\ 

R 2 « - L - 1 R 3 Wat> t ife'&t ^R^m^ fc-j^lC^j o 

(1) C 3~7vi5^nT;i'^;i/^, ifcli 

(2) 5-7^(07^' hym.^mt>L. 

10 R ' 

( 1 )7K^1S^^ 

(2) -C0 0R"^ R'^li*^M^> C 1 ~ 1 4 T;!/^;!/^, 

C 3-7 Vi5'DT;i':^;wS*fvUi- (CH2) „6-CONR3''R3«^ 
(^tfs R'^iJiy^R^'fi-e-a-rnMLT. T^rfiC 1 ~ 

15 4T;i'^;l'»«:a:bf 36\ *-&v*t4. R3«tR39|4g|^-t-;5^^1g^ 

fc-iKtcifcoT, - (R*«») (^4', R^NiTK^li^-ifcJi 
C 1 ~4 7;l'^;l'^*^fcL. in5lil~3<7)|S»c«r^*>-t-o ) "C 

1 1@ -f o t {±11 ^i^ ^- 1 K^J^^ '^'^tf 3 1@#^-r -5. 4 - 7 * O 
20 #3^0fa^ao^rn^?:^*?L, n 6tt 1 ~4 ©|gii:=£rat>1-o ) * 

mt>to ) . 

(3) -CH20R*^* R*M±*^lg^. C 1 ~ 4 7;i'^;i/^ 
^/cl±-C0R*2^ (^4^^ R«2{±C l~4T;i'^;i/SSr^fe-to ) 

25 (4)-CONR*3R44^ (^4., R^^iiJiOfR^Mi-eit-P^T^ilLT. 

;?K^®^, Ci~4T;w^;i'^. - (CHj) .^-COOR*^^ 
A<Dm.i^t>-to ) iTtJi- (CH2) „3-C0NR*«R^'^ 
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U m7ttl~30«3&S:^t>1-o ) *^^pU 
3) X2;&«-NR=»-^Sr^t>1-t^, EtRH^^fiht^^^t^mmmirt-' 



— CO 
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mif- 1 mn^'f-^ -^ff 3 m^^ti> 4-7M <Dwm<Dm\ <o^t d^^^n 
•ca^^ns'ffc'g^. -?-ttt><^)*«ttm. 'g-ti.^o^'hrijp:^. ^fz\i^fth(oim 

10 2) N-y^;w-N- [ (2' - (1 H-x b 7y-;i'-5-'f ;W -i, i' 
-if7i-;i'-4 -'f ^v) *;w^5:^^ i h^v*;i/jK-;i/-2 

N, N-e;^ (2-^ -N' -yf-^i'-N' - [ (2* 

- (iH-xh7y-;^-5--f;i') -1, r -if7ai-;i/-4 ->f ^i') 

20 If. t;1'^;w^. tji^^-^p^. t;w3^v'^, 7;w^;i'f-:i-^. i3J:U^7;i'^ 

25 ti^ ^^;k j^-^'^K yue;!/, ^^v;k ^t'-^^^K jJ-^' 

-jK^ (I) 1^. R\ R=i5J:J/R2ncJ:oTEt)$:tL<SC2~67;b^-;i' 



16 



wo 99/12534 



PCT/JP98/03930 



2~6T;V'J^-;1'^, R2fcJ:oT^*3$tt&C i~4T;w^;1'^, C2~6T 
)V^=.)V^ttz\tC 2 ~ 6 7;l/^-;i/^irg^LTv^<2, C 4 - 1 <ORm^<OW. 

-)V^b\t^ yD^::i;K •7T=-f^. ^yf-zL)v^ 'v^-t-;v^:fei 

"/oif-^K ^>f--;p, ^^v-;p^i5J:r;fiitf><o^ 

10 mf^m-c^i»o 

15 7X1^;^, 7x:^>'^^:/, 7^^7•fe>^ 7■b:^7^^>. tr7 

-^j^ (I) tf, R'Kx-oxmt>^fi^mmw.^ttztmM}§^'f-iim^^ 

20 i"^4-7Ao^mo^ra^t LTtt. «?8x.lflfn-;K H* V >^^, 7-<fl:f 
im^ii. tfnij^, ferDi;i;>, tf/>?vs;>, ^7>^) ;6^#»f^ 

(I) R'i3J:l/^R2Mcj:oT^;b;^tt-5/NDy>JI^, R'i5j:Uf 

RMcj:oT^^3$it*C 1 ~4 7;u^;i/^, C 2 ~ 6 7 =-fl^^ttz\i 
C 2 ~ 6 7;i'+ -;i'^lCfijJ^ LTV^ C 4 ~ 7 (ORmm.<om^^t LT©/^ n 
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5 C l~4T;wn4rv^. R'lCJ:oT^*?$it-6C 1~4T;w^;1'^, C2~6 
g^^t LT<DC 1~4T;1/3^v^. iBXV'HZX^xmt>^fiiC 1-4 7 

;w^v>3&lcttJJiLTv><&c 3-1 4<0^^<^®!fe^i:L'COC 1 - 4 7;!^ 

10 it#:^-C**o 

(I) R'> R''^XirR'^l,zX^xmt>^iii>Cl-47)\^^)V 
^t&tii, x-^fU^:^^ -fni^jV^t. •/^)\^^t^i5 XXf:Lii 

~fSi^ (I) ff, R'^'lcioT^to^ii-sc 1-1 07;i/^;w^fcli. ;>«f-;K 
15 :/nif;i/, '^^'^^K ^-ff-l^^ it^^r^. 

(I) tf. R''{^J:o-ca:b$:tL-5^^i^,i^J/cli«£||J!^^^11i^-^^& 

20 (l^lx-lf. :i-^y7>. -^^J-^V. ^7^^^) *^»f*b*t^o 

-jia:^ (I) R2ncJ:oT^t)$*i4a^MTi:KS^®^«:HB-fo^^ 

25 (I) R\ R\ R'x R«> R\ R». R^ R^\ R'\ R^^ 

Ri3^ R»\ R»\ R»«. R»\ R«», R", R20, R2\ R r24^ 

R2\ R^e, R2\ R^S, R30^ r32^ r33^ r34^ r35^ r36^ r38^ 

R39^ R<\ R«\ R^2^ R<\ R<\ R<\ R<6, R«\ R<«i3j:tfR<9 
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C3-1 4<D^Bn(0U^^tlX(DC l~4 7;i'4r;i'S. RMlioT^*?:? 

fi3ftL-Cv^-&C4-70^^^<^g^*i:LT<^C l~4 7;w^;w^, iJilfL 
5 iCioT^^P^itSC 1-4T>W^U'>^JCMSILTV»^C3 -1 4 <^)R5|31 

J: ifc: *v ^ <OMtt#:^-C* „ 
10 0->^'nT;V/^;i'^fctt> ^/^rayntTyK '>^'Dr^;K v'^'n^>f-;K v 

15 -jft^ (I) RMcj:oTa*?$*t-&c i-4t;1'^;wS. C 2-6T;1' 

20 (I) 't'. RncJ:oT^fc$iLSCi~4 7;i'^;V'^, C2-67;i' 

'5r^;l/^^3t{i C 2 - 6 7;w^-;i/^tCttiftLT v^iSg^lg^'g: 118-^;^^* 

(I) 



25 
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mmB.=f 2mt fkmm'f- imttz itmm^=f- 1 is t mmm^ 2 m ^^^t * 

Knr^fH*:^. 4^y^/V'J>s e^VUv^^, h'^'JT-^^ > (bT 

HSL^ ( I ) ^ 



15 i,zx^xmt>^iii>mmm'^ittzii2m. ii«^t^*M^5riii-fotfc 
um^^y^ym^fiSi^Lxyf^h^^t Lx\i. 4 

yY^)y. \, 2, 3, 4— r hyli KD^y 1, 2, 3, 4— fb^t 
20 Kn^v^y';>. 2, 3 -v^H Kd^ i/^^'V'-;!/, 2, 3 -v^t Kn^>X>f 
1, 2, 3, 4-7"b7li Kn:^-fyv>, 1, 2, 3, 4 — f f 
7liKnv>yu>, i, 2, 3, 4 -x h 7 H Kn^^y V 1, 2, 3, 
4-7^ b7H Ko^^'yi^^. 1, 3-:t#-9-»f-2, 3 -v^H Kn^ Vf'^. 
1, 4-:4-^-9-*f-2, 3, 4- h Vt KDt7^U>. 1, 2. 7*^-9-y7 
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( I ) 



20 (I) R='McJ:oT^*>$*iSV: KD^'> (Cl~4) T;w^;i'^ 

i:l4, VI Kn^r^pff'iK KD^ri^xf^;!/, KD^i/7'0 iiKn^i/ 

25 ^"CJb^o 
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-jK^ (I) J JCJ:oT^t>?*t^C l~4T;l'^^>:^- + v^i:{4, ^ 

^ J: Of i P> 0^14#:3|t?* S o 
10 R>-AtLTJ4, 0*L<J4C1~1 0 7;i'^;i'^* /;»iC 2 ~ 1 07;W'5r 

15 <ttNH^-C**o 

Et LT{4, L<{i 

1) C 1 ~ 1 0 7;^^;i/^> 

2) /Nny>Jg^, tKS^x C1~4 7;W^;1/^. C 2 ~ 6 7;i^'5r-z^;i.^, CI 
-w47;U3^v»^ -OCOR'2^. -OCbOR^='^i/c:J4-COOR^*S 

20 {^^. R'\ R":feJ:yfR3*l4. IflBfc igi:3ii*«:^^3*ro ) if^hM^^ 

COOR''^ (^^^, RMiTfc^S^tTtttC l~4 7;W^;i'S=^^^to ) "Cg 
g|$^^yt:C l~57;i'^;wS> 

3) C 3~7i/^'n7A'#;i'^, J/^li 

25 4) 1 i/c(i2iaOR2»»^-caJfe$tLTV*T^ J:v>7jl-;1'^ R'*" 

1) ci~77;u^;w^. 
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3) C5~7'>^^^7;^^;^l&^ t^crii 

4) c 1 ~4t;|'+;1'^^ c i~4 7;v3^'>^. c i -4T;w4r;wf't^^ 

5 ny>M^. ^fn^, -C00R2'«S C^^", R^^'JiTK^lS^^ Cl~4 
* ^ tt E {±±fBO J: 9 =5;S-Cife S'fk'&ifeWt tv^o 

izmm L t:it^<^. is X rrs^mw- e-nme x 6-21 1814 ^mm^K 

it^mi :n- (1 -*;i/**+'>-2-p<f-;i/7'otr;i/) -n' -2-^0^:^ 
15 ;p-N* - [ (2' - {ili-TYyV-}\^-5-^}^) - I, 1' -e7x:^ 

;i/ - 4 - ^ P< U T 6-184086 -^(OUt^M 4-39 Eic<^<t'^ 



'(k'g-!K?2 : N-7x^f^;v-N' -rf^;w-N' - [ (2* - (IH-rh^V 

20 -;w-5— f;p) -1, r -tr7JL-;i'-4->f ;W ^^i^r (2RFli¥ 

6-184086 ^o^ife^B 3-2 Aum^^t^mzmm 




N-NH 
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N-NH 



it^3 :N--/^;i'-N- [ (2' - {ili-7-Vy'/-)i^-5-4fl^) -1, 




N-NH 



'fb'g-J^4 : N-7'f-;V-N' -y^;l/-N' - [ (2' - (l H-r h7V*-->l' 
-5-^ )V) -1, l'-e7x~;W-4--f;U) (#li¥6-184086 
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o 




Vnh 



it^5 : N-'>^'n^^i/;l/-N' -y-?^;W-N' - [ (2* - (IH-xh 

m¥ 6-184086 3-68 Bmoit-^mzm^) 




Vnh 



-fk-g-^e :n- (2-p< h^v:7a:^;i/) -N* -r^;p-N* - [ (2' - (i 
1^7 ii¥ 6-211814 3-3 Bm<oit^m^mM) 




N-NH 



25 



wo 99/12534 



PCT/JP98/03930 



it^^l :N- (2, 4-y7;i'*D7jc-;W) -N* -y^;i/-N* - [ (2' 
- (1 H-T- h 7y-;w-5 --f ;w) -1, 1' -e 7x^;i/-4 --f;!') ^f- 




N-NH 

5 'fk^i^S :n- (2, 3—7^ ^;W7x^;i/) -n' -r^;i^-N' - [ (2' 
- (1 H-x h^y-;w-5-^;^) -1, 1' -e7i-;i/-4-^;u) ^-^^ 




N-NH 

it^^9 : N- (2 -7'o^7i-;v) -N' -rf-;w-N' - [ (2' - (1 
10 H-r b7V-;w-5-'f ;p) -i, r -tr7x-;i^-4--f;i/) 
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N-NH 



it^mi 0 : N- (2-J^h^v7x::i;i.) -N* -rf-;w-N' - [ (2' - 
(iH-r h7V-;i'-5->f^i') -1,1' -e7ji-;i/-4->f;i') 

l^T 6-211814 -^O^JfelJI 3 - 1 6Um(Oit^izmm 




N-NH 



'fb'&Jfel 1 : N- (2--^^7al-;^) -N' -yf^;v-N' - [ (2' - (i 
H-T h7V-;i'-5->f;i') -1. r -if7x^;i/-4->f;w) j^f-;!'] -i^ 
W7 6-211814 ^(ommm 3-22 Eit^^^b-^^tcffl^) 




N-NH 
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it^^l 2 IN- (4-JLb^->3&;w**-;U7jc^;W) -N' -^i-J^-W - 
[ (2' - (1 H-r h^V-^^-S-^f -1, 1' -lf7x-;i/-4-^ 
;u) -^i^T mm^ 6-2im4 ^(omtkm- 2 6BWL(0it^!&i,^^m 



o 




Vnh 



5 jk-g-!!^ 1 3 : N - (4-^^;i'-2-- -N' -7'-?';l'-N' - 
[ (2' - (1 H-T h7V-;u-5--f;i') -1, r -\£yji=.}i-4-^ 




N-NH 

it^^l 4 : N, N-e;^ (2-p< h^'>*;i/.-K-;i'X^;v) -N' 
10 N' - [ (2' - {lH-Thyy-)\^-5-^ }\^) - I, 1' -lf7x-;i/- 
4— f;^) ^^V'T miStSII]6fel?!l2 (1) . 
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0 o 




N-NH 

s^H^-efflv^-S-iSg^ (I) ■cm^ti:hit^mU 6-184086^, 
6-21 1814 i t^#ll¥ 4-300859 ^ iMJo 3~Vy /^l^ff-iUm^&m 490820 "t) 

^r^'>i?A^) ojg. 7>*^'>A3^. m^mm^^ti^^nr^y {Thy 
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mm 

mmm^ xxr^nh <Dimm \u p p a r ^mh^mmr hY^m^^\^x^y). 

n-;l'±#^J, LDL3^;^rn-;l'i5J:l/^/i/;{iVLDLn^Xrn-;PO 
25 ^*tc+^^-ejb^i:#x.f>a-6o 
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^n. i$-m. imm^. R-^um. mmmmm^x 

M'^s EA-A*JtO, lUltco^, lmg;&»<b 1000 mg<7)^H-C. IB 

^ 1 0 0 m g o$6H-c. 1 0 1 mt-hm^mm im l < 

iv>o $ <b(c-H7f^>o i 7 J&ilJR^tt-? i,mM<o^ y-t;i/'fc^^ initio 
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j^^y-ny) iz^:^^ti^o ::<ofm<&ii. ^fm^^mimizmmu mm 
M(DXn^j:mmk vtmu mmm. ^mu mm^^^Lx\^-xi>x\^\ 

#Wfl 2,868,691 ^iS X 3,095,355 ^iZ^K E^$itTV^;So 

10 ^§tmxm\'^i>it^!&(D$^mui&^-<r>fztb<DmiMtLxiis mmot^ntt: 

15 m) mi^^^o z.(oxo^i^m\t. ^hmmn. umm. %im. 

i^-^m-fhik. ^mn(ow.^-ifz\tmmzx^xmmit^ix^. :itih\tttz 
20 mmm^:^t tzimommizmmLxmt^ ^ t ^) ^ ^ o 
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N-rf^^i'-N- [ (2* - (1- {2-'y7 r h 7 V-^U- 5 --f 



5 T)i'^yif:^%m%y. -i sic-ch'j*;^'^^ (8 4mg) omt^^'f-vy 

(1.5m 1) i§?0ilClfVy> (0.07 ml) «:Jnx.7t^, 2 -t: Kn:^r'>- 3 -7 
jc^;i'7'D>'N->gf . (15 2mg) (OMt^^l^y (2ml)t& 

[ (2' - (1- (2 -->Ty J^f^^W) f- h^V-^W-S-^-'W) -1, 1' - 
10 e7x-;l/-4 --f ;W) 75>-:^®?i^ (2 9 8mg> M¥6-184086 

-tK«a#, 1 E^'fk^) i5 J: Of h V xf-;WT 5 y (0.22 m 1 ) Ox h 7 

t Yuyyy (5ml) igjeLlcgS-Clnix., 3 0^raai#L/Co aStg-g-i^^* 

15 -7 > 7 - (^^-t > : g^^jcf-;u= 2:1-^1:1) -efflig L. TlBJI^tt 
ffi*^1-*^S^b-&tF (2 9 5mg) ^ntzo 
TLCrRf 0.36(^^^?-> :ftKJ^^7l'=l : l)o 




33 



wo 99/12534 



PCT/JP98/03930 



N, N-kf;^ (2-p< h:^>>*;l/;^*-;i/i^;i/) -N' -yf-^W-N' - [ (2' 
- (1- (2 -vryj^f-;!/) -r h7y--»l'-5->f;i') -1, r -lf7cnci 



T;1/:/>;^;^OT^Tx N-'/^;i'-N- [ (2' - (1- (2-vTyj^-^ 

/U^'t^ n i; K ( 3 0 0 m g , 6-184086 3 BWt^ 

^) iZN, N-tr;^ (2-> b^v*;l'**-;l/Jc:^;l/) > •g^gJJS (2 6 7 
10 mg) 0^>-lf:^ (5m 1) ^§fi8[^J:trh';jcf^;l/T^ > (0.33ml) tJjDx.. 

1 : 2) t^mmt. rB^n.mi^t^mmit^2 7 3mg) imzo 

15 TLC:Rf 0.33 ('^^"9->' I S^®Eif-;i/= 1 : 3) „ 

N-r^;i'-N- [ (2' - iiE-Thy\r-)v-5-4)U) - i, i' -tr 
20 jt— ;i/j:.f-;vj:.;^r;v 




N-N, 
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N-NH 



y^,rSy 3!f;^#H^T. 1 "eSii Lfzit^ (295mg) OrhyH 

Kn77> (2ml) m^i^. ^fi-Cl, S-vT-ftT^^n [5. 4. 0] 
>r';'r5^-7-x^ (0.09 ml) tfiDx.. mfit*-M#LfJo 

^^-f- (ftffiiif^^/) -cisiaL^ rmmmmt^'t&^^mit^ (242m 

g) t#fco 

TLC:Rf 0.25 (B^^J^f-;!') „ 

10 

N, N-e;^ (2-p< h^'>*;i/jK-;uxf-;i/) -n' -y^;i/-N' - [ (2' 
- (1 H-x h7V-;i'-5->f -1, 1' -tr7i-;i/-4->f;i') 
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o o 




Vnh 



mm. 

N-:/^;i/-N- [ (2' - (1 H— f h7V-;i/-5--f;i') -1, i' -if 




10 Na 

0*C-e, %mm\t^m.^'Ltz\\.%m (ISOmg) <0 1. 4-v':j-^'9-> (2 
m 1 ) 1 N-TKi^^bt h V h-m^ (0.3 m 1 ) SrftDx.. L. 

TEi^ttii*^t^2^l&W'fk'&J^ (9 3mg) ?r#fco 
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TLCiRf 0.56(^^V^)UA : : g^K= 5 0 I 5 : 1) ; 

NMR (dg-DMSO) : S 7.58-7.45 (IH, m), 7.45-7.1 1 (8H, m), 7.10-6.93 (4H, m). 
5.19-5.05 (IH, m), 4.48-4.20 (2H, m), 3.66 (3H, s), 3.25-2.95 (4H, m), 1.50-1.05 (4H, 
m), 0.80 (3H, t, J=8Hz)o 



N, N-tT;^ (2-p« -N* -r^Ji^-N' - [ (2* 

- (1 H-r h7y-;i^-5--f;i/) - i, i' -e 7 i-^i^- 4 ;u) 



TLC:Rf 0.50 uti^)VA : ;i y~)U= 9 : 1); 

NMR (dj-EMSO) : S 7.55-7.48 (IH, m), 7.41-7.26 (3H, m), 7.05 (4H, s), 4.25 (2H. 
15 s), 3.55 (6H, s), 3.45-3.15 (4H, m), 3.03-2.88(2H, m), 2.58-2.43 (4H, m), 1.50-1.08 
(4H, m), 0.84 (3H, t, J=7.0Hz)o 




N-N Na 
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f-^y^/^^rt— If (TK) 7'D^-^-^ET<^;i'i^7x7— Ifit^^-HS^^ 
^ - 1 1 PicaGene Basic Vector 2 (ffip°pi&, > ^tt, * n ^ No. 309- 

04821) ;6-t>;i'i/7x7— b*«jgitfE^5:^0»)ffiL. TK fu^- ^ i^-D pTK 
p {^uyTyi^^, * 3^ D No. 6179-1) ^J^^iei^ll^/hO'/n^- ^ -fi^ftt 
5 LT IK -fv^-^r- (.105/+51) ^STO;W'>7i7~-H^^^ISa'^^'^- 
pTK-Luc'Srf^JSt/Co TK '/n^-^-±JKtc^S0^^2fH^-C*-&G a 1 
4Se<^f&^E^J> UAS ^ 4mm^MLtzJ-y^^y^~mni1^XL. 4xUAS- 

9!I#-tl) «:^to 

10 

E2?y#^l : Ga 1 4SeJi>^E^J«:||»)iSL7tx;'/N>-9— 
5'-T(CGACGGAGTACTGTCCTCCG) x4 AGCT-3' 

m^G a 1 4 Sa<7)DNAig'^«0*;k;K^'>;l/5^jHc:^F«3^##:i:: b P 
15 P A R r V^y KiS'&^J^ t $ -^yt * ^ 9 «r imi" * 

^^'^-SrlJlTOidJ-f^J^L^Co t«:t>*>. PicaGene Basic Vector 2 {mffa^, 
y^m^O^^, ^^'n^No. 309-04821) =^^IS3S'<:^ LTyn^-:? 

20 G a 1 4Se<^DNAite'&«^. l#i;d-^> 1 4 7#g iTOT 5 ^ mffi^^r 
3 - K1- S D N ArmiZ b h P P A R 7 S^flcO U 3!r> KilS-g-^i* «r 3 - Kl" 
SDNA;^7l/-A5&*'&9 J^-^twHt-g-Lr. PicaGene Basic Vector 2 (Mm^) <0 

iimn ii^m^t^ < ^ h p p A R y ^m^o v ?!f > m^m(DT ^ y ^^sgfc 

25 li SV40 T-antigen S*<7)^#^f i^/t AlaProLysLysLys 
ArgLysValGly iWm^^Z) tSL. *;W*>'>*^tcttf| 

>xt: h-y, TyrProTyrAspVa IProAspTyr 
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A 1 a {WMm^ 3 ) t mm.Wit^ K > ^MKm-f i D N A^] t L fzo 
t h P P AR 7$^#OV K^-g-^^i: LTffi Wc«iiitf£^=-SKM^ R. 
Mukherjee ^ (J. Steroid Biochem. Molec. BioL, 51, 157 (1994)#M) ^ M E. Green 
(Gene Expression, 4, 281 (1995)#M) . A Elbrecht h (Biochem Biophys. Res. 
5 Common., 224, 431 (1996)#M) tfziiA. Schmidt ^ (MoL Endocrinology, fi, 1634 

(i992)#B3) Kx*)mw.^tit:\^YP?AR^mif'<Dmmitm-h. 

b hPPAR/ VJtf^K^-^^: S e r i76_ty r 478^3- Kt-SDNA^: 

-&«J^«r^^L/c:Ga 1 4Sa<0DN AS-g^it, l#i:d>^ 1 4 7#Bi^<^) 
10 T 5 y SEBB^J =£: 3 - Vt^DJ^fA^^^t^^m^^ 9 - ^fe^-^X^Ig L/c„ 

2) H hPPAR7^?F#5:fflv>fc:;l'^7x9-^f7';'-b^ 
ffiiiSBJI&fc LTfflv^/^: CV-l «(±«tCts^oT^«L/c„ -T^fc^^^ ^ 

^ ^7 3 eS:|g ^ ~ jfll (DMEM) tC^^fl&^BjliL^ (GIBCO BRL tt, 13^^^ No. 

26140-061) 1 0%tCi6:-& J: 9 JC^inL. $ ^) tci^iftK 5 0 U/m 1 

15 -'>V;'Gt5 0/ig/mlOigK;^M^7'bV'fv':/Srl)Dx.7fc^lfet^T. 5% 

^S^jyx*. 3 7t:-e«^L/c:o 

^J' -itfEi^. Gal4-PPAR lia^^ ^ -<^WD N A ^T^g^ifflfllrt'^^Ai- 
V3 >(C^L> i^{|&5r^a6 1 0 cmdishlC2 x 1 0 "^cellsfll® 

20 ^ -ae^^ 1 0 g, GaM-PPAR ISm^^i?' ^'-0.5 ix %t 

Lipofi»tAMINE (ffiSife, GIBCX>BRLtt, *^O^^No. 18324-012) 5 0 y« 1 «rJ: 
<iafaL. ±ia^Sdish(C«L/co 3 7t:-C^S?r5~6l^ra^»t^ 10ml 
<0^^«MTt (GIBCX>BRLtt, * ^ D No. 26300-061) 2 0%t'^tf^% 

25 8000 cells/ 10 0ml DMEM- 1 0 %S*fJliLft/wen 0«BII&^JK-e 9 6 ^^t^ 
f tcS»® icI^W^S LJfflJia Wif t t § . 2 f&a^^r-g-tr:*: 

•C4 2I^TO^U m«r^)»^-^. ^j£C^oT;i/v7x7— t*^Si4?rS!l5SL 
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tt-fb-C § i mW^mit^'^ h D ^ V ^ y > (Cell, 83. 863 (1995). Endocainology, 
122, 4189 (1996)^ XlfJ.lAed. Chem., 22, 665 (1996)#ii) 1 0 ft M^iOf^O;W v 



mi 







it^m 3 <D 


0.2 8 


it'^'&l 5 <D 


0. 2 0 




1. 00 


it^m 8 <o 


0. 45 




1.10 


-fb-^^ 1 0 


0.4 5 


it^m 1 1 <o 


0.2 5 


'ft'&tJ 1 2 <^ 


0. 1 5 


vo^m 1 3 O 


1. 00 




0. 1 0 
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C57BlVKsJ-db/db -^^7. (1 OE) ^8jilttA#t:. 2 ii^<7)^|i^W5:^T 

^ro^c^. %mimi^uz^ (ob) . %mm-^hwt.u mmik. 

^Sic^-:?<S^^tt«rff35:v\ SB J: 0 1 4 BPflM^-C^^II^Tfflv^Sjb-^tf^: 
5 lBl|5IvePlS4(100mg/kg/day)SrfT^:v\^J^i|[^B (1 5BB) 

(r, a^-x;V^^Tm«#MJ:0^mLTJliL4'J3l® (^]tiltl»gE (FFA) . 
hV^V-fey'f K (TG) ) ^ill^L/Co 1^11*^2 ic^l-o 

FFA TG 
(mg/dl) (mg/dl) 



3 > h n - ;i/ 797±20.1 79±28 

'fb'&IU 6 (O 

575±113 51 ±34 

(I00mg/kg/day) 

10 

15 -N- (2-p» h^v7x-;i') -N* -:^f-;i^-N' - [ (2' - (IH-f- 
> 7 V-jv-s --f -1, r -If 7jl-;w-4 --f;w) '>i/T- 



t h 1 0. 0 g 

•j^fl^V3-;vK*^l">^'-i^ 0. 2g 

-;^xTV>gJv^r^v">i. (iHrl^pj) 0. Ig 

20 'W^h^r^'O-T. 9. 7g 
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mm. 

5 • N- (2-;>« b4rv7ac-;u) -N' -r^^w-N' - [ (2* - (1 H— r 

2g 

• -vv — h 5 g 

•I^StK 1000ml 

10 
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5 [^*, Att 
1) 

2) C 1 ~7t;u^^>^. t/z\± 
•3) C2-6T)l^^^]^>^imt>U 

10 i) Am^^i^iytm. 

1) c i~i 4 7;^^;^^^ 

2) c 2~6t;i/'5^-;1'^, 

3) C2~6 7;w^^;i'^. 

4) ^'Noy^ig^, c 1 -4t;i/^;w^. C 2~6 7;U'^-;^^^ /c(ic i 

20 ii) A3&«C 1 - 7 r)l^^ V tz\tC 2-6 T;l/^~ 1/ V^Sr^^^-f^-e-. 

1) yNuyvlg^, 

2) im^. 

3) C 1 - 4T;V3^vS. 
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4) 7iy^v^, 

5) C 1 ~4 7;w^;i'f-:i-^, 

6) r<y&. 

7) -OCOR^^ mf^. R*ttC l~47;i'^;wSSr^Wo ) > 

5 8) -0C00R5^ R'\i7i^m^ttz\iC I - ATJl^^P^i^ 

i^to ) , 

9) /NurvJgT-, C 1 ~4T;W^;l/^, C2-~6r)\^^^P&tt:iiCl 
~ 4 7;w 3 ^ v^;*- t>S^$ tLS , 1 i 7t li 2 1iOS3fe*-ce^$ ttT 

v^T i J: v>c 3 ~ 1 4 om^st tzii^n<omittzii7[^m\<oRmm. 
1 0) mmm'f-ttz\m^^'f-iim^tt^A-7M<DWM(o^Tum^m 

1) K^lg^. tfzli 
15 . 2) iSHM^^^-^bL. 

1) -NR2-^, 

2) i?^li^^a*>U 
R2{i 

20 (DtK^M^, 

(2) C l-4 7;l'^A/^. 

(3) C2~67;i">--;i'^. 

(4) C2-67;i/^-;i'^, tfzii 

(5) TE (i) ~ (vi) •A^hM^^fii>im<r>m'CWL^^titzCl'-4 7)\^ 
25 C2~67;i'y->w^, *y::liC 2~6 7;i/^-;i/^«:^fcL : 

(i) -COOR«^ m*^. R^JiTK^E^. C l-«-4 7;l'^;l'^. ttiii 
- (CH2) .2-CONR'R8S (^4^, R'^XXfR^li^ti^nmiL 
LT. 7K».?-^ t^cliC l~4 7;i'^;i/^5r^t»-r;d\ Jb-Sv^i, R' 
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tR'fiH^t^^^lK^t-i^tCJSroT. - (R") (S*. 

5 7^<DSm<omi<D^7'nniUt>L. n 2 tt 1 ~ 4 OSI^S:^*?"to ) 

'Sr^t'i'o ) > 

(ii) -CHjOR'"^ (^f. R'''W«^-> C l~4T;l'^;l/**7tl4 
-COR'^^ (^tf. R'MiC l-4 7;i-^Jl/^^^t>-rc) «r^t>1-o)> 

(iii) -C0NR^^R»3» (^*, R»2i5J:j;fR'M4^n-rn^2:LT. tK^ 
10 ir.^. C 1 ~4 T;!'*;!/*. - (CHj) ,3-C00R»*ji 

R»M47K^m^*7t{4C l~4 7;i/^;V^*^*>U n3ttl~4 0ii 
l^=Sr^te1-o ) . tfzit- (CH2) .,-C0NR'5R^«^ (^^-^ 
R'5:feJ:U^R»«J4^ti^«iLT. 7i^mM.=f-tfzitC l-ATP^jU 

15 - (R»') im^. R"tt7lC^E^t/wJ±Cl~4T;U^;l/^ 

«:^t>L. m2lil~3<OSSm*^*>to ) "Ciiiil^tiTV*^, g^l^ 

^sr 1 1 Tttt 2 g^gi^fc 1 m-fo t fz \m^mj- 1 
1-0 ) , 

(iv) 




25 
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mm^t mm^if- m^^t * 4 ~ ? ^(osmofmo^T- n 
5 ji 1 ~ 3 (Dm.WLimt>-ro ) , 

(v) ^^X3r>m^. C i~4t;1'^;H&, C2~6 7;i/^-;i'^*7tiiC 1 

(vi) mmw.=^imi:-^^i-& 4-7^0^7- tin) . 

10 R^H 

1) -COOR'^m R"Ji7lc^Jg^4/^l±C l-4T;U*;W^Srafc 

•To ) . 

2) 




COOR*" ^ 



3) 1 H-T b7V-;i'-5-^;v^. ifcJi 
4) 




20 Eti 
1) 
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5 (l)^>-lf>5l. 

( 1 )7K^ii^, 

10 (2)Ci~4t;v'^;|'^, 

(3) C i~4r;v3+'>^, 

(4) C 1 --4T;i'^;i'^*&, 

(6)HKn+v (Cl~4) 7;w+;V'^, 
15 (7y^^r>®^, 

(10) ^ hn^, 

(11) 7j:-;W^^ 

20 . {l2)^>VA^ir^z/^. 

(13) C 1-4 t;1'+;1':^;W7 'f -^wS, 

(14) C 1 ~4 t;|'^;1'X;w*-;i/S, ifwtt 

(15) - J -R"* m^. Jit 
(i) ^ig-g-, 

25 (ii) C 1 ~ 4 t;v^ V * 
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(iu)C l-47)U=if-]yyt^l/&iUt>L. 

t/c(i-CH2CONR2<R25^ (^ct3. R2<i3J:t;fR2 5{i^tl 
^Utyfo ) . 

(ii) 

,C00R23 
OH 

(^'t'. R'3tiffEtl^i:l£l**a^3l-o ) ^ 

10 (iii) 

xoofP 



V 



o 

(iv) 



OH 

15 O 

tfz\i 

(V) -CONR26R27^ (^t|3^ R'^'ttTK^iS^jTtttC 1 ~4 
T;u^;u^S:^t>L. R"tt*^lg^. Ci~4T;i'^;i/^ 
20 tfcli-CHjCOOR'''^ R^'tiTfc^l^^JfcJiC 1 

~4T;i'^;i/*$r^*>to ) imt>:to ) ^rat>L^ 
m4{il~3 0||^'^^t>1-o 

JtT^iL. m4*«3=S:^t>i-J^^tC(i, SliOR^^T&'t ^>tc- J -R='='^'^ 
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>^ ^COOR^ 



(2)C i-4r)v^]yyM. 

C 1~4T;W3^$/^, -0C0R"I& (l&f. R32«C 1~4T;1' 
^;H&^a*>1-. ) , -OCOOR"^ m^P. R"li. CI -4 7 
;i'^;HI«r^t>to ) ttzi±-COOR'*& (^4'. R'SiTK^M^. 
^TtJiC l~4 7;i'^;i^^?:at>1-o ) Itfzii2 
m<0^-^m^^tiX\f^X i> X V^C 3 ~ 1 4 (D^^ttz ii0'W<Of&^ 

t fz\i:^nm<oikmm i mxmm^titz c i - 4 7^1^^ p 

(4)C 2~6 7;P>5--^>^?r^^3t, 




(^«f, R2niifEi:Ri:iii*«r^t>to ) ^ 




2) 
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i) L-d^^^^i:mt>tm^. 
( 1 

(2)C 1 ~ 1 OT;i/^;i/^, 
5 (3)C 2~6T;1'^-;i/^, 

i4y^urym=f: C i~4 7;i^+;w^, c 2 ~ 6 T;i"5^-;i'^> Ci 

^^fcto ) . -0C00R='3^ (^^i. R"(iHtfiBi:l^i:iii*^ 

10 Ut>-to) ilf'hMn^tL^. 1 i?ttt2l@'eg|ft$aTV>T^ iv^ 

c 3 - 1 4 (D^mt tz \i^n(Dfm t fz {i/pf&jfp (DRmm. t tz « 
i5ysk$^m^ttzimn^.i-iim^^-r^. tfziimmw.'ftmm& 

ii) L:d«C 1~4T;1/^1/>^. 2jC^. Cl~4 7;v^ 

15 C 2-6T;W'Jr-;Wi|, C1-4T;U3*'>^. -OCOR'^ 

^ (^4'. R^^iim&tmt±^i:mt>-to) . -0C00R"*(* 
*s R"ttlfEtRi:^i**a^5l-o ) ttzii-COOR^*& 

S^liC 2 ~ 6 ©T;l'^-l/>^*^t>1-i®^. 
( 1 )7KKS. 

(2) C l~4 7;i'3^v^, 

(3) C l~4T;u^;^f-:j-^. 

25 (4)-OCOR'5^ mtp^ R'HiCl-47)l'^)l^m^mt>i-o ) ^ 

(5) -C00R'«S m^P. R"'tt7K^lg^*?tttCl~4T;i'^;W 
S'g:^t>i-o ) . 

(6) /^^^>J!^^, C 1~4T;U#;1'^. C2~67;l'^- 
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Etf^i:m*^t>i-o ) . -OCOOR" (^4". R^^ttffE 

R3»{i. 
10 (DtK^M^, 

( 2 )C 1 ~ 4 T;p^;i/^=^^*?1-3j>, 

(1) C3~7 v^'nT;l'^;u^. ^/cli 

15 R'Mi, 
( 1 

(2) -cooR"* R'UtTiimm^. ci-i 4t;1'^;i'«, 

C3~7'>^DT;W^;PXSfc:{i- (CH2) ^e-^OHR^^R^^^ 
R^^isir/fR'^li-^-tt-F^iLT, TR^J^^tTtfiCl- 
20 4 T;l'^;i'^=£:^*?-r:d\ *-5VMi. R'* t R^^jigp^-f 

t-^tc«:oT, - (R^o) (^tji, R*»{±7tc^lg^*7tli 

ci~4r;i/+;i'S=^mteL. m5tti~3o^?^t^^3to ) -e 

I m-r ^ t tziimmm=f- tmmm^ i: 3 m^^t^ 4-7 M<D 

25 ■^3tOfiS^O^rD^«r^;bL> n 6 li 1 ~ 4 <D|||&«:^*>to ) «r 

(3) -CH20R*>^ R*Mi*#m^s Cl-4T;i'^;W^ 
ttzii-COR'^m R*'liCl-47)V^)i^m^t>i-o ) 
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7K^i^.^-> C i~4t;i-^;i/^. - (CH^) „7-C00R^^^ 

403i^=Sr^fe1-o ) i;tJ±- (CH2) ,8-C0NR*«R^'S 
R^oisiafR^'tt-e-n-rtiattLT. ^K^lg^S/cliC 1-4 

^/cJlC 1 ~4 T^l'^^l'^Sr^^bL, m6tt 1 ~ 3 <0^^=ir^^p 

s: 1 is-fo, i itiig^ig^ t K^ig^ '^'g-n- 3 m^^-r^ 4 ~ 

(5) 



15 




U m7fil~3<0^?S:4^:b-ro ) i$it>L. 



5 



10 
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10 T-^^tL-S-fb-g-!^. ^tlh(D^mi^. ^tlh<DmU1m&. ttz\t^tLh(Dym 

2. —asss: (I) -e^^ti^-fk^t^t-isv^T, R'-A>&^ ci~iot;1'^ 

3. -m: (I) t^m^ii&it^miz^^^x. x^^s^nr^"^ m^. r^s* 
li^-c^s^k^jfe, ^iih<o$m^. ^tihomnim. tfzii^fih<o:)m 
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4. (I) T^^tii>it^mi^^^'X. EtJ*. 

1) C 1-1 or)i^^)\y&, 

2) ^^uyy^^, 7lc®^^^ C i~4 7;w#;i/^. C 2~67;i"5--;w^, Ci 
XXJ'/tfzliCOOR'm RMi*^®?i7t{±C 1 ~4T;1'+;uS5:^ 

t>to ) -csj^^it^c 1 ~5T;i'^;i^^. 

3) C3~7 v^'DT;u^;1'S, tfzU 

10 4) 1 *f;li21SOR2^"^-Cffi1fe$nTv>T<) J:v»7i-n/^ (^'t', R^" 

1) C 1 ~7T;i'^;i'^, 

2) 7x-;v^;feJ:j;f/t7tttCOOR»l& RSiTK^M^ifcJiC 1 - 

3) C5~7 v^dt;1/^;1/^, *^J4 

4) Cl~4 7;i'^;HI. Cl~4 7;l/3^v^, C l-4T}l^^)l^^t^. A 
n-Jr'^ig^, -bn^, -COOR""^ {^^^ R ^'^W^ili^. Cl~4 
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6. -nsc^ (I) 'o^^iii>it^. tiih<om.nm^. 
5 7 . m^o$m 1 BMo-isL^ ( I ) T^^tii,it^!&. ttih (Dm^\m. 

10 /ttziiyLDL:::tU7s-fXJ-n^<Dm^m> lim^-^'>^ Kd-AX<^V;^^'7 

8. (I) T^$;h.>5'fb'^«^. 'eii'b<^®?#Sll:^, 

15 m. mw^rm^ x imsim. mm. k a ^ a x. iisn x n - 

9. (I) x^^Mt^i^. ^tih<o^miS£&. 'tfii^(Dmifm^. 
20 tfzii-tiihoymmm^^t Lx^tt&m^(Dm,m7Bmo]kmm 

1 0. N-y-^;i'-N- [ (2* - (iH-r h7'/-;i'-5--f;W -1, 

N, N-tr;^ i2-j< -n* -y^;i'-N' - [ (2' 

- (1 H-T h7!/-;i'-5-'f;w) -1, r -\£7jL=^n^-4-4}i') 
-»v3 ^1-7. -etiib<7)0^#i4J^, ^tih<omiiM&. tfz\i^ith<Oymmo 
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Sequence Listing 
<110> ONO Pharnaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> ONF-2762PCT 

<I50> JP 9-245101 
<151> 1997-09-10 

<160> 3 

<2I0> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 tines repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<211> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 
<400> 2 
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Ala Pro Lys Lys Lys Arg Lys Val Giy 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 

<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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specific compounds from the disclosure of the description, the applicant 

1 . Q As all required additional search fees were timely paid by the applicant, this international search report covers all 

searchable daims. 

2. [x] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
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3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those daims for which fees were paid, specifically claims Nos.: 



4. Q No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the daims; it is covered by daims Nos.: 

Remark on Protest Qjj The additional search fees were accompanied by the applicant's protest. 
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is considered asserting that the two specific compounds are novel and the 
other compounds represented by the general formula (I) are publicly known. 
Thus, claims 1 to 9 are considered as containing two inventive concepts , 
i.e., "inventions relating to uses of novel compounds" and "inventions 
relating to novel uses of publicly known compounds" in an intermingled state. 
When viewed from the prior art, further, the two specific compounds of claim 
10 do not provide any new concept of basic structure at all. Such being 
the case, the group of inventions of claims 1 to 9 and the invention of claim 
10 are not considered as relating to a group of inventions so linked as to 
form a single general inventive concept. 
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